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Data
Policy information about availability of data

All manuscripts must include a data availability statement. This statement should provide the following information, where applicable:

- Accession codes, unique identifiers, or web links for publicly available datasets
- A description of any restrictions on data availability

- For clinical datasets or third party data, please ensure that the statement adheres to our policy

Human research participants
Policy information about studies involving human research participants and Sex and Gender in Research. 

Reporting on sex and gender

Population characteristics

Recruitment

Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.

Field-specific reporting
Please select the one below that is the best fit for your research. If you are not sure, read the appropriate sections before making your selection.

Life sciences Behavioural & social sciences Ecological, evolutionary & environmental sciences

For a reference copy of the document with all sections, see nature.com/documents/nr-reporting-summary-flat.pdf

Life sciences study design
All studies must disclose on these points even when the disclosure is negative.

Sample size

Data exclusions

Replication

Randomization

Blinding

Reporting for specific materials, systems and methods
We require information from authors about some types of materials, experimental systems and methods used in many studies. Here, indicate whether each material,
system or method listed is relevant to your study. If you are not sure if a list item applies to your research, read the appropriate section before selecting a response.

Raw sequencing data has been deposited into the zenodo database in .fastq file format or as .tsv cellranger outputs. Links to download these data are provided in
the source data file. Preprocessed data are available at https://github.com/TeamPerie/UrbanusCosgrove-et-al-DRAG-mouse.git along with source code to generate
figures from these data. Source data for all other data types (e.g. flow cytometry) are provided in the supplementary information and the source data file.

NA

NA

NA

NA

For barcode/immunophenotyping studies we used n = 4 mice per experiment, this number was based on pilot studies that we had performed
in the lab. For transcriptomics studies we used n = 2 mice per experiment to have a biological replicate at each timepoint

For all sequencing experiments (lineage barcodes and scRNAseq) we perform an initial quality control of the data. Here data are filtered based
on a number of criteria including the number of reads per cell/sample, and the consistency of read counts across technical replicates. A full
detailing of our data filtering procedures are provided in the supplementary materials and methods. We confirm that on the basis of these
criteria no samples were excluded from the study

The number of experimental replicates for each figure is provided in the appropriate figure legends.

The major comparisons that we make in this study are between young and aged mice. In this setting we were not able to randomize based on
cages.

No blinding was incorporated into our study design. Due to the highly technical nature of the experiments we have performed the researchers
performing the experiments also performed the data analysis.
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Materials & experimental systems

n/a Involved in the study

Antibodies

Eukaryotic cell lines

Palaeontology and archaeology

Animals and other organisms

Clinical data

Dual use research of concern

Methods

n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

Antibodies
Antibodies used

Validation

Animals and other research organisms
Policy information about studies involving animals; ARRIVE guidelines recommended for reporting animal research, and Sex and Gender in
Research

Laboratory animals

Wild animals

Reporting on sex

Field-collected samples

Ethics oversight

All antibodies used in the study are listed in the materials and methods under the respective sections. A full list of the antibodies
used in this study is:

CD117 (c-kit APC, clone 2B8, Biolegend, cat number = 105812,dilution 1/100),

Sca-1 (APC-Cy7, clone D7, Biolegend, 1/100, cat number = 108126),

CD135 (Flt3 PE-Cy5, clone A2F10, Life technologies, 1/50, cat number = 15-1351-82),

CD150 (Slam Pecy7, clone TC15-12F12.2, Biolegend, 1/100, cat number = BLE115914),

CD48 (Pacific Blue, HM48-1, Biolegend, 1/100, cat number = 103417),

CD16/32 (PercPCy5.5, clone 2.4G2, BD Bioscience, 1/100, cat number = 560540),

CD34 (Alexa 700, 1/100),

Lineage cocktail (PE, CD3! clone 145-2C11; Ly-6G/Ly-6C clone RB6-8C5; CD11b clone M1/70; CD45R/B220 clone RA3-6B2; TER-119,
Biolegend, 1/200, cat number = 133303).

CD11b (PercPCy5.5, clone M1/70, ebioscience, 1/100, cat number = 480112-82),

Ly6C (APC, HK1.4, Thermofisher, 1/200, cat number = 17-5932-82),

Ly6G (BV510, RUO, Biolegend, 1/100, cat number = 127633),

Siglec F (PE CF594, RUO, BD 1/100, cat number = 562757),

F4/80 (alexa 700, clone BM8, Ozyme, 1/100, cat number = 123130),

B220 clone RA3-6B2 Biolegend, PeCy7, 1/100, cat number = 103232,

CD3, clone 17A2 Biolegend, PeCy7,1/100, cat number = 100220,

CD11c clone N418, ebioscience, PeCy7, 1/100, cat number = 25-0114-82,

NK1.1 clone PK136 Biolegend, PeCy7, 1/100, cat number = 108714,

Ter119 clone TER-119 BD Biosciences) PeCy7, 1/100, cat number = 557853,

Sca-1 (Pacific Blue, clone D7, eBioscience, 1/200, cat number = 122520),

CD135 (Flt3 PE, clone A2F10, ebiosciences, 1/100, cat number = 12-1351-83)

CD11C (APC, clone HC3, BD biosciences, 1/100, cat number = 17-0114-82)

CD19 (APC-Cy7, clone 1D3, BD Pharmingen, 1/100,cat number = 557655).

CD45 clone 30-F11, Biolegend, APC, 1/100, cat number = 103111,

CD31 clone MEC13.3, Biolegend, APC, 1/100, cat number = 102509,

Ter119+ clone TER-119, Biolegend, APC, 1/100 , cat number = 116211,

PE EpCAM (APC, Biolegend, clone G8.8, 1/100), cat number = 118205

CD49f (APC/Cy7 , Biolegend, clone GoH3, 1/100), cat number = 313627

All antibodies are standard antibodies used by us and many in the field. All antibodies were validated in our lab by flow cytometry
where we compare staining profiles and cell yields against those reported in the literature (Perie et al 2015, Pietras et al 2015,
Sommerkamp et al 2021, Challen et al 2021)

CAGCre-ER+/- DRAG+/-

ROSACre-ERT2+/- DRAG+/-

All mice used in this study were adult males aged 12 weeks to 2 years old housed under a 12 hour light cycle under standard
laboratory conditions with ambient temperature (18-26 degrees celsius) and humidity control (30-40%)

No wild mice were used in this study

In this study we use only male mice in our analyses. This is because the female were kept for breeding.

No field collected samples were used in this study

All animal breeding and experiments were performed in accordance with national guidelines and were approved by the Experimental
Animal Committee of the NKI (DEC 09036) or Institut Curie (#16854-2018092412148925-v1).




